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COMPLETE SPECIFICATION 

Pharmaceutical and Agricultural preparations comprising 
Colchicine Derivatives 



We, CIBA Limited, a body corporate 
organised according to the laws of Switzer- 
land, of Basle, Switzerland, do hereby declare 
the invention, for which \ve pray that a patent 
may be granted to us, and the method by 
which it is to be performed, to be particularly 
described in and by the following state- 
ment: — 



The present invention relates to new 
pharmaceutical and agricultural preparations 
comprising colchicine derivatives. 

The present invention provides pharma- 
ceutical preparations which comprise des- 
(acetylam'ino) - colchicine of the formula (I) 
or des - (acetylamino) - isocolchitine of the 
formula (II) 



10 



15 




and 



cff 3 o 




or a mixture of these two compounds as active 
constituent, in admixture or conjunct:;:. 
20 a pharmaceutically suitable carrier, with the 
exception of a carrier consisting solely of 
ordinary water or an organic solvent normally 
used in the preparation of the active ingre- 
dients), and a process for their manufacture. 
25 The new preparations have a cytostatic and 
antimitotic effect. They inhibit cell division 
by preventing the formation of the spindle 
(metaphas"!) during the process of nucleus 
division. They can therefore be used as 
30 medicaments in human and veterinary medi- 
cine, for example for treating myeloic 
leukamia and other types of carcinoma, more 
especially subacute and chronic manifestations, 
attacks of gout and rheumatism, or pre- 
35 cancerous or cancerous conditions of the skin, 
for example keratoma senile, epithelium baso- 
cellulare or spinocellulare, morbus Bowen or 
relapses after the X-ray treatment of skin 
tumours. 

40 The present invention also provides agri- 
cultural agents for the production of polyploid 

[Price 4s. 6d.\ 



plants, which comprise des - (acetylarrrino)- 
— '-h'-Lie or des - (acetylamino) - isocolchicine 
or a mixture of these two compounds, in 
admixture or conjunction with a suitable 45 
carrier, with the exception of a carrier con- 
sisting solely of ordinary water or an organic 
solvent normally used in the preparation of 
the active ingredient(s) and a process for their 
manufacture. 50 

The preparation of des - (aceiylaroino)- 
colchicine and des - (acetylamino) - isocolchinie 
has been described in Helv. Chim. Acta 44, 
page 540 et seq. [1961], but hitherto the 
physiological action of these compounds has 55 
not been known. 

Particularly active are those preparations 
and agents which contain des - (acetylamino)- 
colchicine as the active ingredient. 

The new preparations and agents are made 60 
in a known manner, by compounding the active 
principle with the appropriate carrier. Suit- 
able carriers are organic or inorganic, solid or 
liquid substances, preferably those that do not 
react with the active principle. Preferable 65 
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earners for the pharmaceutical preparations 
are those which are suitable for enteral for 
example oral parenteral or topical adminis- 
tration, such, for example, as water, alcohol, 
gelatine, lactose, starches, stearyl alcohol 
magnesium stearate, talc, vegetable oils, benzyl 
a cohols, gums, propylene glycol, polyalfcylene 
glycols, white petroleum jelly, cholesterol 
ana/or other known medicinal carriers. The 
Pharmaceutical preparations may be in the 
tona of, for example, tablets, dragees, oint- 
ments, creams or capsules, or in a liquid form 
as solutions, suspensions or emulsions. Thev 
may be sterilised and/or may contain auxili- 
preservin ~ stabilising, wetting 
or emulsifying/ agents, solution promoters or 
salts for regulating the osmotic pressure, or 
buffers. For use in veterinary medicine the 
new pharmaceutical preparations may also be 
admixed with animal fodder, or, alternatively, 
the ammal fodder may form the sole carrier 
of the preparations. 

The pharmaceutical preparations intended 
for enteral or parenteral use in human or 

Jb™n% ? £d A C i ne adra n«geously contain 
about 0.01 to 0.5 mg, mo-e especially 0.05 
to o.l mg, of the active principle per dosage 

The amount of carrier may vary within wide 

wwS T d T ads u piim * Iil y oa the f °™ ^ 

4-T ™ e . actl Y e substance is administered 
ihe dai y dose depends on the form of 

mSTT ? ^ . S P ecific ™ d of the 
fSto*&^ determned by attend " 
For the production of polyploid olants the 
agricultural agents may be in" f or example a 
solid form or in the form of a solution Ins- 
pemion or emulsion. The conventional carter, 
may be used, for example water, agar -Ivarol 
and/or lanolin. If desired, the agents ma V 2 
contam auxiliaries, such as preseSSbV 
mg ; wetting or emulsifying^ agent. Agent in 
a hqmd form may be used, for example for 
spraying the plants. Agents in sake foSi 
can be applied to the plant as thev "arc 
Accordmg to another method of appuL^' 
for examp e the plant is brushed X3 
tion conta,mn ? the active principle or it mav 
be immersed in such a solution. The do™e 

^^elSSrvISS^! 

Principles are less ^ttSf'^'g 
towards humans and animals, correspondirmlv 
higher doses are permissible respond "W 
^ The following Examples illustrate the inven- 



Example 1 

coIrS 015 con ? in i n S des - (acetylamino)- 
,v . * 3S , 3CtlVe n&Hfoai can be prepared 
in the usual manner from: 

mg 



60 



Des-acetylamino)-colchicine 
lactose 

gelatine 

wheat starch 

arrowroot 

magnesium srearate 
talc 



0.1 
70.9 

1.5 
35. 
12 

0.2 

5.3 



65 



70 



total 125.0 

Example 2 
Tablets containing 0.1 of the dose of the 
act.ve principle specified in Example 1 can 75 
be prepared m the usual manner from • 



pes-racetylamino)colchicine 
lactose 

gelatine 

wheat starch 

arrowroot 

magnesium stearate 
talc 




total 125.0 



80 
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Example 3 
Des-( a cety]amino)-colchicine is made up in 
the usual manner_ into an ointment of the 
following composition: 

grams 90 



Des-(acetylamino)-colchicine 
propylene glycol 
sodium lauryl sulphonate 
phenyl mercury nitrate 
cetyl alcohol 
water to make 



0.01 
10 
2 

0.002 
15 

100 grams 



95 



Example 4 
An ointment containing less of the active 

caTb? nin* ^ r dcS " Cribed in E-mple3 
can be prepared, for example, from: loo 

grams 



Des-racerylaminoVcolchicine 
propylene glvcol 
sodium Iaury] sulphonate 
phenyl mercury nitrate 
cetyl alcohol 
water to make 



0.001 
10 
2 

0.002 
15 

100 grams 



105 
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Example 5 
Tablets containing des-(acetylamino)-iso- 
colchicine as active principle may be prepared 
in. the usual manner from: 
5 Des-(acetylamino)-isocolcrricine 0.1 mg 
lactose 70.9 mg 

gelatine 1.5 mg 

wheat starch • 35.0 mg 

arrowroot 12.0 mg 

10 magnesium stearate 0.2 mg 

talc 5.3 mg 



125.0 mg 



Example 6 
Des-(acetylatnino)-isocolchicine is made up 
15 in the usual manner into an ointment of the 
following composition: 

Des-(acetylamino)isocolchicine 0.01 g 

propylene glycol 10.0 g 

sodium lauryl sulphonate 2.0 g 

20 phenyl mercury nitrate 0.002 g 

cetyl alcohol 15.0 g 

water to make 100 g 

WHAT WE CLAIM IS: — 
1. A pharmaceutical preparation which 
25 comprises des-acetylamino)-colchicine of the 
formula 




c// 3 o 



in admixture or conjunction with a pharma- 
ceutically suitable carrier, with the exception 
30 of a carrier consisting solely of ordinary water 
or an organic solvent normally used in the 
preparation of des(acetylamino)-colchicine. 

2. A pharmaceutical preparation which 
comprises des-(acetylamino)-colchicine or a 

35 mixture of des-(acetylanrino)-colchicine and 
des-(acetylamino)-isocolchicine, in admixture 
or conjunction with a pharmaceutical^/ suit- 
able carrier, with the exception of a carrier 
consisting solely of ordinary water or an 

40 organic solvent normally used in the prepara- 
tion of the active ingredient(s). 

3. A pharmaceutical preparation as claimed 
in claim 1 or 2, in which the carrier is suit- 
able for topical administration. 



4. A pharmaceutical preparation as claimed 45 
in claim 1 or 2, in which the carrier is suit- 
able for oral administration. 

5. A pharmaceuticaL preparation as claimed 
in claim 1 or 2, in which the carrier is suit- 
able for parenteral administration. 50 

6. A pharmaceutical preparation as claimed 
in any one of claims 1 to 4, in which the 
carrier is a solid. 

7. A pharmaceutical preparation as claimed 

in any one of claims 1 to 5, in which the 55 
carrier is a liquid. 

8. A pharmaceutical preparation as claimed 
in any one of claims 1 to 3, in which the 
carrier is an ointment base. 

9. A pharmaceutical preparation as claimed 60 
in any one of claims 4 to 7, which is in unit 
dosage form and contains 0.01 to 0.5 mg of 
active principle per dosage unit. 

10. A pharmaceutical preparation as claimed 

in claim 9, containing 0.05 to 0.1 mg of active 65 
principle per dosage unit. 

11. A pharmaceutical preparation having 
the composition substantially as described in 
any one of Examples 1 to 4 herein. 

12. A pharmaceutical preparation having 70 
the composition substantially as described in 
Example 5 or 6 herein. 

13. An agricultural agent for the produc- 
tion of a polyploid plant, which comprises 
des-(acetylamino)-colchicine in admixture or 75 
conjunction with a suitable carrier, with the 
exception of a carrier consisting solely of 
ordinary water or an organic solvent normally 
used in the preparation of des-(acetylamino)- 
colchicine. 80 

14. An agricultural agent for the produc- 
tion of a polyploid plant, which comprises des- 
(acetylamino)-isocolchicine or a mixture or 
des-(acetylamino)-colchicine and des-(acetyl- 
amino)-isocolchicine, in admixture or conjunc- 85 
tion with a suitable carrier, with the exception 

of a carrier consisting solely of ordinary water 
or an organic solvent normally used in die 
preparation of the active ingredient^). 

15. An animal feed composition which com- 9C 
prises des-(acetylamino)-colchicine in admix- 
ture or conjunction with an animal fodder. 

16. An animal feed composition which 
comprises des-facerylaniino)-isTJcolchicine or a 
mixture of des-(acetylamino)-isocolchicine in 95 
admixture or conjunction with an animal 
fodder. 17. A process for the production 

of a polyploid plant, wherein a plant is treated 
with an agricultural agent as claimed in claim 
13 or 14. 100 

18. A process for the manufacture of a 
preparation or agent as claimed in any one 
of claims 1 to 16, wherein the active principle 
is compounded with the appropriate carrier. 
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